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Graphpad Prism software 8.0 was used to determine the IC50 values and EC50 values;

For the analysis of crystallography data, we used HKL3000, Phaser 2.7.0, COOT 0.8.8, PHENIX 1.11.1-2575, Pymol 2.0.6;

Masslynx V4.1 SCN 805 was used to analyze the ESIMS data for all compounds;

NMR data for all compounds was performed on MestReNova x64-12.0.0-20080;

Quantitative analysis for half-life determination of myricetin reacting with glutathione was performed on Analyst 1.6.3 software (AB SCIEX,
Concord, Ontario, Canada);

The atomic coordinates and structure factors have been deposited into the Protein Data Bank with accession codes 7DPP [https://doi.org/10.2210/pdb7DPP/pdb]
(SARS-CoV-2 3CLpro in complex with myricetin), 7DPU [https://doi.org/10.2210/pdb7DPU/pdb] (SARS-CoV-2 3CLpro in complex with 3), and 7DPV [https://
doi.org/10.2210/pdb7DPV/pdb] (SARS-CoV-2 3CLpro in complex with 7).

A source data file is provided with the associated raw data of Fig. 1b, c; Fig. 3a, c-f; Supplementary Fig. 2-5, 11; and Supplementary Tables 4. All data are available
from the corresponding author upon reasonable request.

The cDNA of SARS-CoV-2 3CLpro and PLpro (GenBank: MN908947.3, https://https.ncbi.nlm.nih.gov/nuccore/MN908947.3) or SARS-CoV 3CLpro (GenBank:
AAP13442.1, https://https.ncbi.nlm.nih.gov/protein/AAP13442.1) were obtained from Genbank (https://https.ncbi.nlm.nih.gov/genbank/).

Sample sizes are indicated in the figure legends. A sample size of at least three independent biological replicates were chosen for all
experiments , as is standard for biochemistry assays.

No data were excluded from analyses.

All experiments had at least three independent replicates as indicated in the figure legends. All attempts at replication were successful.

Randomization was not relevant to this study, beacause no grouping was needed.

Blinding was not performed in this study based on the nature of structural biology. In biochemistry experiments, all data form experimental
and control groups were used for statistical inference and drawing conclusions.




